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DEPARTMENT OF HEALTH AND
HUMAN SERVICES .

Food and Drug Administration
21 CFR Part 356 i
{Docket Ko, 8TH-00IT]

Qvet-the-Counter Denta! and Oral
Health Care Drug Products for
Antiplaque Use; Safety and Efflcacy
Review . e

aseney: Food and Drug l\dmﬁishaﬁw}.
HHS. -

AcTION: Request Jor dala and
_informatioo.

suMMARY: The Food and Drug
Administration (FDA] is announcing a
call-for-data for ingredients containad in
products bearing antiplaque and
antiplaque-related claims, such as “for
the reductioo or prevention of plaque,
tastar, caleulus, film, sticky deposits,
bacterial build-up, and gingivitis." The
agency will reylaw the submilted data lo
determine whether these products are
generally recognized as safe and
elfective and not misbranded for theit
labeled uses. This notice also describes
the agency’s general enforcement policy
governing the macketing of over-the-
countet [OTC) drug products bearing
antiplaque and antiplaque:related
claims during the pendency of this
review. This request {s part of the
ongoing review of OTC drug products
conducted by FDA.

pates: Data and information to be
submitied by March 18, 1961

———————

Aconesses: Suhmissions shoald be 2ot
to the Division of OTC Drug Pralualion
[HFD-210}, Center for Dreg Exalustion
and Ressarch, Food wad Deug
Admiristration, 5600 Fishers Lane,

"Rockville, MD 20857,

FOR FURTHER INFORMATION CONTACT:
William . Gilbertson, Center for Drug
Evaluation and Research (HFD-2104,
Food and Drug Administration, 5x0
Fishers Lane. Rockville, MD 20857, 301~
2958000

SUPPLEHENTRRY (HFOMMATION: In 1972,
FDA established the OTC drug teview
to evalvate drugs marketed OTC in the
United Statex. The final regulations
providing for the UTC drug review were

 published in the Federal Register of Ma Y

11, 1972 (37 FR 8464) (subsequently
recodified at 21 CFR 330.10}. The agency
appointed 17 advisory review panels to
evaluate the safety and effectivensss
data submitted on active ingredients
found in OTC drug producls. Two
advisory ceview panels, the advisory
Review Paned on OTC Dentifrice and
Dental Care Diug Produciz (Uental
Panel) and the Advisary Review Paael
on OTC COral Cavity Drug Products {Oral
Cavity Panel), reviewed OTC dental and
oral health care drug products. in s
Federal Register notice published on
Jannary 30, 1973, Interested persons
were invited fo submit dala lo support
ike stated claims Yor dentrifices and
dental care ageats {33 PR 2781).

The Dental Paviel {which deliberated
from 1973 10 1978) reviewed fluoride
den'ifrices which contam abrasive
ingredients, However, this Panel was
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primarily concerned about the effect of
fluoride on den'al caries and did not
specifically consider the activity uf
abrasives for the removal of plaque. In
its report on OTC anticaries drog
products {published [n the Federal
Registar of March 28, 1980 45 20688), (bve
Denta! Panel did acknowledge that the
cleansing function of a dentifrice s
achieved by the mechanical removal of
dental plaque. stain, and dabris Irom
tooth syrfaces by the abrasive system
{43 FR 20676). Because there were no
;ubn;;ssio?ls from drug mupaaia for
ental products making antip
claims in their labeling at that !?‘nt.
there was no need Jor the Dental Pane{ -
to consider the particalar abrasives In
dentifrices as active ingredients for the
removal of plague, .

The Dental Psnel did consider
gingivitis and antiplaque clabne for
dentifrices In #14 report on OTC mrad
mucosal injury drag products {poblished
in the Fadetal Register of November 2,

“ .. 1979; 44 FR 63270). Claims for the

prevention, cootrol,'or treatmentof . |
gingivitis were placed in Category 1f (¢4

FR 863283} The Dental Panel conclnded
that “drug products which have
antiplaque, plaque control, or gingivitis
claims are not currently mpprapriete for
the OTC market becanne there iz uo
general recagnition of any sach diwg
products as safe and effective for these
indications at this tirne.” The Derdal
Panel recommended that such drug -
products and claims should be
evaluated by FDA through the new diug
apolication (NDA) procedures.

The Oral Cavity Panel {which
deliberated from 1074 10 1970) only
reviewed antimicrebial ingredieats for
sore mouth and sore throat claims end
&d not specifically evpluate the
effectiveness of oral health care
antimicrobia! sgents o inhitit plagee
formation. (Sce the Fedeinl Reogistor of
May 25, 1982 7 ¥R 22750.} Although
data on plaque redaction &8 a measure
of the effzctiveness of antimicroblal

Fiie

ingredients were gresented to the Ocal
Cavity Panel, ths Panel id not accept
such data becavse it believod that “the
rationality of plagque redurction as a
critsrion of eflectivenssr of -
antimicrebial agents for use ln the
reouth and threat Is highly debatable,
and evideoce of the validity of e
method is scant™ {47 FR 22810). Hecause
the Oral Cavity Panel was not chorged
with-reviewing drug rroducts wsed to
2+t denlal or periodontal diseases, #
did not specifically consider ingredien's
with aatiplaque claims. - -

The Dents! Panel described dental
plagaz as a gel-like mat that s fiemly
attached to the surface of » looth or
resloration. The Panel staled thaxt plague
it made op of microblal masses,
inlermicrobial matrix, aad nonbacterial
cellular inclusions {45 FR 20688 at

© 29571). The Oral Cavity Panel described

plagua 23 2 solt and tenaclions material
found on the surfaces of teeth. It added
that the compoaition of plaqoe is
meltivaried, and lis microbrial and
biochemical composiien varies with e
site of focmation, ihe durafion of
accwazlation, the composition of the
diet. aad perhape, nther undetermined
factors (47 FR 22780 ¢ 22841}, Studies
have demousteated that the presence of

“dental plague ls direciy related to the

occurrence of gingivitis in humaos (Refa.
1and 2}

Dodand's lllustraled Medical

. Dictionary (Rel 3} defines deatal plagqee

as “a soft, thin {fitm ol food debris,
mucin, und dead epithelial cells.
deposited on the teeth, providing the -
medium far the growth of ¥arions
bacteria.” Darland's states that plaque
“plays =u important otfologic rofe in the
development of dental caries and
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periodontal and gingival dieenses.” (Rel
3.

’Sedion 201{g}{1) of the Federsl Food.
Drug, and Cosmetic Act {the act] {21
US.C. 321{gX1]} defines & “drug”
primarily as an asticle kxfﬂdcd for use
in the diagnosts, cure, mitigation,
trestnent, or preventon of discase or an
article tmtended to alfect the structure or
fnction of the bady, Secfion 2] o
the act {21 CFY 321(7)} definee .
“cosmetic” essentially a8 an article
applied to the human body for
“clexnsing. beaullfying, promofing
stiractiveness, or altering ﬂ‘;’a )
appearance.” Prodach may :
s:multaneons!y dregs and oosmetics.
Because plague [s a colorless bacterial
layee which is not clearly visible imless
calcified or stained, plaque removsl is
not socsidered 3 oosmstic puwpre.
Aagoe-reduction or m?n! 1s Intend

to prevent disease, Le, gmg}vms. caries,
and periodontal diseaze. mm-.rt!y :
because of this explicit or aplicR

* discase prevention parpose regarding

ageocy considers plague.
meg’:rzwd datms to bedrug
e, ‘ -

d?!‘woc‘!asses of dental and oml health
care prodacts kave made antiphque -
clatran over the years: {1) Products - -
containing abragives that tely om -
mechanical action i remsove plagie,

and {2} products Mc@zﬁ@!ondyt:vr
remove plagoe by antinsicedbll 52 i
chemical acfivity. Bacause sg_chc};a:!_? .
are drug claims, the safety apd 3 .25
elfectiveness of ingredients u&edixi::é .
products making plague eedacfiondard -~
removal clains muat be dmk*a&cd‘; :

Peoerdly, prodocts with enfiplaque na

claims have been heavily pmmpif:d.'a:d
the agexcy Is sware that = great deal X
tesearch has been conducled nthis X
3rea in recent yaxrs. Becauee t\ﬁlh&t t‘he
Deatal Pansl nor the Cral Cavity Panel
reviewed iz detail the eafety and
eﬂectixms;far;i ot’x wﬁ::};‘;h“u
ingredients for ariplagsa ingivitis
Emdsaﬁmx. the agancy has determined

that it I spproprinta to losue anothee
call-for-data on such Tngrediznts,
Histovically. clatras such & “for tm
reductian or prevention of plaque, tartar,
calculus, filo. sticky deposits, bacterial -
build-up, and gicgivits™ have been
made for dectal products primarily in
premational materisls and sdvertising,
including professional labeling and
adwertising {rformution provided t0.
hestth professionals txd rot 1o the
gerers publie). Some of these claiae,
such as plaque removel ctafns, have -
appeared oa the labeling of oertain OTC
drug prodscts mrirksted o the gendral
‘public. Other clalms; vuch as “for the -
reduction, pirevention, or treatment of

gum disease, inflamed gums, swollen
gums, bleeding gums, pyorrhea,
Vincent's Infection, periodontal disease,
or Yooth-destroying acids,” as well as

. “promote healthy gums” or to “condition

gums™ have also appeared in
promotional material, advertising, and
profesional labeling for dental producis.
Although the agency questions the
acceptability of soime of these claims for
an OTC drug product, the agency will
accepl data on such claims in this
review In order to make a determination
as {o their status. The agency invites
comment on the appropriateness of each
such claim for OTC drug labeling. (See

general regulatory policy discussed
below.) : T



FDA Invites the submission of data,
published and unpublished, and any
other information pertinent lo active
ingredients used In ary dosage forms of
dentatl and oral health care drug
products, such as dentifrices, gargles,
mouthwashes, and similar products that
have antiplaque ot antiptaqiuewe!a!efd
claims. In order to be eligible for review
under the OTC drug review procedures,
the ingredient must have been mafke!ed
in a product with the relevant {nd:c.auon
(2.g.. with a plaque ot gingivitis cl.aun.} to
a material extent and for a malerial time
{21 U.S.C. 321{p}{2)}. Manufacturers of
products bearing antiplaqueend
antiplaque-telated claims that contain
active Ingredients that bave nol been
marketed for such indication{s] to &
material extent and for a material time
should submit supporting salety and
effectiveness data in an NDA. These
products may not be legally marketed in
interstate comunerce until an NDA is
approved.

Manufacturers of products bearing
antiplague and antiplaque-telated that
contain active ingredienta that have
been marketed for such Indication{s] to
a material'extent and for & material ime
may submit supporting safely and
effectiveness data o the OTC drug
reYeiw. The submission of data should
include lnformation that demonstrales

that the ingredients have been marketed

to a material extent and for a material
time for the relevant indications({s).
Products with Ingredients under
consideration for these Indications in
the OTC drug review may be marketed
(at the same dosage strength and in the
same dosage form) under the
manufacturer’s good faith belief that the
product is generally recognized as safe
and effective and not misbranded and in
accordance with FDA’s enforcement
policies related to the OTC drug review.
(See FDA's Compliance Policy Culdes
Nos, 7132b.18 end 7132b.18.} Such
products are marketed at the risk that

# %
R

the agency may adopt s position
requiring relabeling. recall, or other
regulatory action.

This call-for-dala is part of the
agency's ongoing review of OTC oral
health care drug products. The Oral
Cavity Panel's report was published in
the Federal Register of May 25, 1382 (47
FR 22760). The agency is issuing the
tentative final monograph for OTC oral
bealth care drug products in several
segments. The hirst segments addressed
OTC oral health care anesthetic/
analgesic, astringent, debriding agent/
oral wound cleanser, and demulcent
drug products and was published in the
Federal Register of January 27, 1988 (53
FR 2433). An ameadment to this segment
will address OTC relief of oral
discomfort drug products, Another
segment will contain the rgency's -
responses to comments regarding oral
health care antimicrobial drug products
and comments on the drug or cosmetic
status of certain oral health care
preducts and claims. These segments
will be published in future issues of the
Federal Register. This call-for-data i3 the

Initial step in the developmant of the
final segment of the rulemaking for OTC
oral healt’: care drug products, which
will address antiplaque and antiplaque-
related claims.

To be considered in this view, eight
copies of the data and information must
be submitted, preferably bound,
Indexed. and on standard size paper
{approximately 8% by 11 inches). The
agency suggests that all submissions be
in the format described in 21 CFR
330.10{a}{2).



38562 Faderal Regis!‘er‘ ] Vol. 55. No. 182 / Wednesday, Stf

In accordance with § 330.10(a)(2). all
submitted data on antiplaque’
“ingredients and claims will be handled
as confidential by the agency. However,
all the submitted informaticn will be put
on public display in the Dockets
Management Branch (HFA-305), Food
and Drug Administration, Rm. 4-62, 5600
Fishers Lane, Rockville, MD 20857, 30
days after publication ol any proposed
rules resulting from the review of the
submitted material, except to the extent
that the person submitting it
demonstrates that it falls within the
confidentiality provisions of 18 U.S.C.
4905 or section 301(j) of the act {21
U.S.C. 331(j)). At the time of publication.
requests for confidentiality should be
subroitted to William E. Gilbertson,
Center for Drug Evaluation and
Research (HFD-210) {address above]).
Data and Information should be
. addressed to the Division of OTC Drug
Evaluation {address above] Data
submitted after the closing date of
March 18, 1991 will not be considered

excepl by pelition pursua
{21‘ CE!;R 10?30 y p ntto § 10,30

n the Federal Register of December
19, 1988 (53 FR 50940}, the agency
announced the establishment of the
Dgn!at Products Panel and stated that
this panel will function at imes as an
OTC drug advisory panel to review and
evaluate various currently marketéd
nonprescription drug products for
huma.n use and the adequacy of their
labeling. The panel will advise the
Conunissioner of Food and Drugs on the
promfxfg,ahgn of mongraphs establishing
conditions under which these drugs are
generally recognized as safe and
effective and nof mishranded. The
agancy iatends to use this panel to
teview and evaluate ingredients
contained in products bearin
antiplaque and antiplaque-related
claims prusuant to this call-foc-data. - .
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Dated: September 12, 1990,

Rovald G. Chesemore, .

Associgte Cammissioner for Regulato

Affoirs. -

{FR Doc. 9021986 Filed 9-18-50; 8:45 am}

BRLLING COTE §180-01-14

piember 19, 1990



